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CLAIMS 

What is claimed is: 



1 . A compound of the formula: 




wherein Ri is monosubstituted thiazolyl, monosubstituted oxazolyl, 
monosubstituted isoxazolyl or monosubstituted isothiazolyl wherein the 
substituent is selected from (i) loweralkyl, (ii) loweralkenyl, (iii) cycloalkyl, (iv) 
cycloalkylalkyl, (v) cycloalkenyl, (vi) cycloalkenylalkyl, (vii) heterocyclic 
wherein the heterocyclic is selected from aziridinyl, azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, mo/pholinyl, thiomorpholinyl, thiazolyl, oxazolyl, 
isoxazolyl, isothiazolyl, pv«3di^yl7^yrimidinyl, pyridazinyl and pyrazinyl and 
wherein the heterocyclic is un^ul^tituted or substituted with a substituent 
selected from halo, loweralkyl, hydroxy, alkoxy and thioalkoxy, (viii) 
(heterocyclic)alkyl wherein heterocyclic is defined as above, (ix) alkoxyalkyl, 

(x) thioalkoxyalkyl, j 

(xi) alkylamino, (xii) dialkylamino, (xiii) phenyl wherein the phenyl ring is 
unsubstituted or substituted with a substituent selected from halo, loweralkyl, 
hydroxy, alkoxy and thioalkoxy, (xiv) phenylalkyl wherein the phenyl ring is 

unsubstituted or substituted! as defined above, 

l 

(xv) dialkylaminoalkyl, (xvi) alkoxy and (xvii) thioalkoxy; 

; 

A 
i 

n is 1, 2 or 3; j 

J 

R2 is hydrogen or loweralkyl; 
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R3 is loweralkyl; 

/ 

R4 and R 4a are independently selected^from phenyl, thiazolyl and oxazolyl 
wherein the phenyl, thiazolyl or oxazolyl ring is unsubstituted or substituted 
with a substituent selected from j 

(i) halo, (ii) loweralkyl, (iii) hydroxy, (iy) alkoxy and (v) thioalkoxy; 
R6 is hydrogen or loweralkyl; 

R7 is thiazolyl, oxazolyl, isoxazolyl or isothiazolyl wherein the thiazolyl, 
oxazolyl, isoxazolyl or isothiazolyl ijing is unsubstituted or substituted with 
loweralkyl; 

X is hydrogen and Y is -OH or X ik -OH and Y is hydrogen, with the proviso 
that X is hydrogen and Y is -OH^hen Z is -N(Rs)- and R7 is unsubstituted 
and with the proviso that X is hydrogen and Y is -OH when R3 is methyl and 
R7 is unsubstituted; and 

Z is absent, -O-, -S-, -CH^or^-Nffis)- wherein Rs is loweralkyl, cycloalkyl, 
-OH or -NHR 8a wherein R^ls hydrogen, loweralkyl or an N-protecting 

group; or a pharmaceutically acceptable salt, ester or prodrug thereof. 

/ 

2. A compound of the formula: 



R 2 9 R 3/ 




H / O 

wherein R1 is monosubstituted thiazolyl, monosubstituted oxazolyl, 
monosubstituted isoxazolyl or monosubstituted isothiazolyl wherein the 
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substituent is selected from (i) loweralkyi, (iijl loweralkenyl, (iii) cycloalkyl, (iv) 
cycloalkylalkyl, (v) cycloalkenyl, (vi)cycloalkenylalkyl, (vii) heterocyclic 
wherein the heterocyclic is selected from aziridinyi, azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, morpholinyl, thiomo'rpholinyl, thiazolyl, oxazolyl, 
isoxazolyl, isothiazolyl, pyridinyl, pyrimidin/l, pyridazinyl and pyrazinyl and 
wherein the heterocyclic is unsubstituted cjr substituted with a substituent 
selected from halo, loweralkyi, hydroxy, alkoxy and thioalkoxy, (viii) 
(heterocyclic)alkyl wherein heterocyclic is/defined as above, (ix) alkoxyalkyl, 
(x) thioalkoxyalkyl, (xi) alkylamino, (xii) dialkylamino, (xiii) phenyl wherein 

the phenyl ring is unsubstituted or substituted with a substituent selected 

I 

from halo, loweralkyi, hydroxy, alkoxy and thioalkoxy, (xiv) phenylalkyl 
wherein the phenyl ring is unsubstitutea or substituted as defined above, 
(xv) dialkylaminoalkyl, (xvi) alkoxy andj(xvii) thioalkoxy; 

n is 1 , 2 or 3; 

R2 is hydrogen or loweralkyi; 
R3 is loweralkyi; 

R4 is phenyl, thiazolyl or oxazolyl v^h&reftMhe phenyl, thiazolyl or oxazolyl 
ring is unsubstituted or substituted with a substituent selected from 
(i) halo, (ii) loweralkyi, (iii) hydroxy] (iv) alkoxy and (v) thioalkoxy; 

R5 is hydrogen, halo, loweralkyi, hydroxy, alkoxy or thioalkoxy; 

R6 is hydrogen or loweralkyi; 

R7 is thiazolyl, oxazolyl, isoxazolyl or isothiazolyl wherein the thiazolyl, 
oxazolyl, isoxazolyl or isothiazolyl ring is unsubstituted or substituted with 
loweralkyi; 

X is hydrogen and Y is -OH or X is -OH and Y is hydrogen, with the proviso 
that X is hydrogen and Y is -OH when Z is -N(Rs)- and R7 is unsubstituted 
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and with the proviso that X is hydrogen and Y/is -OH when R3 is methyl and 
R7 is unsubstituted; 

Z is absent, -O-, -S-, -CH2- or -N(Re)- wherein Rs is loweralkyl, cycloalkyl, 
-OH or -NHR 8a wherein R 8a is hydrogen, loweralkyl or an N-protecting 

group; or a pharmaceutical^ acceptable salt, ester or prodrug thereof. 

3. The compound of Claim 2 wherein R1 is monosubstituted thiazolyl 
or monosubstituted oxazolyl wherein the substituent is selected from (i) 
loweralkyl, (ii) loweralkenyl, (iii) cycloalkyl/ (iv) cycloalkylalkyl, (v) 
cycloalkenyl, (vi)cycloalkenylalkyl, (vii) heterocyclic wherein the heterocyclic 
is selected from aziridinyl, azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, 
morpholinyl, thiomorpholinyl, thiazolyl, oxazolyl, isoxazolyl, isothiazolyl, 
pyridinyl, pyrimidinyl, pyridazinyl and pyrazinyl and wherein the heterocyclic 
is unsubstituted or substituted with a substituent selected from halo, 
loweralkyl, hydroxy, alkoxy and thioalkoxy, (viii) (heterocyclic)alkyl wherein 
heterocyclic is defined as above, / 

(ix) alkoxyalkyl, (x) thioalkoxyalky^(xifflalkylamino f (xii) dialkylamino, 

(xiii) phenyl wherein the phenyl ring is/umsubstituted or substituted with a 
substituent selected from halo, lo^raj^lThy^roxy, alkoxy and thioalkoxy, 

(xiv) phenylalkyl wherein the phenyl rffrgis unsubstituted or substituted as 
defined above, (xv) dialkylaminoalkyl/ (xviSflkoxy and (xvii) thioalkoxy; n is 
1 ; R2 is hydrogen; R4 is phenyl or thiaz&t^l; R5 is hydrogen; R6 is hydrogen 
and R7 is thiazolyl, oxazolyl, isothiazolyl or isoxazolyl. 

' 4. The compound of Claim 2 wherein R1 is 2-monosubstituted-4- 
thiazolyl or 2-monosubstituted-4-oxazolyl wherein the substituent is 
selected from (i) loweralkyl, (ii) loWeralkenyl, (iii) cycloalkyl, (iv) 
cycloalkylalkyl, (v) cycloalkenyl, (vi)cycloalkenylalkyl, (vii) heterocyclic 
wherein the heterocyclic is selected from aziridinyl, azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, morpholinyl, thiomorpholinyl, thiazolyl, oxazolyl, 
isoxazolyl, isothiazolyl, pyridinyl, /pyrimidinyl, pyridazinyl and pyrazinyl and 
wherein the heterocyclic is unsubstituted or substituted with a substituent 



-181- 

/] 

selected from halo, loweralkyl, hydroxy, alkoxy and thioalkoxy, (viii) 

(heterocyclic)alkyl wherein heterocyclic is/defined as above, 

(ix) alkoxyalkyl, (x) thioalkoxyalkyl, (xi) alkylamino, (xii) dialkylamino, 

(xiii) phenyl wherein the phenyl ring is unsubstituted or substituted with a 
substituent selected from halo, loweralkyl, hydroxy, alkoxy and thioalkoxy, 

(xiv) phenylalkyl wherein the phenyl rinp is unsubstituted or substituted as 
defined above, (xv) dialkylaminoalkyl, (ocvi) alkoxy and (xvii) thioalkoxy; n is 
1 ; R2 is hydrogen; R4 is phenyl; R5 is hydrogen; R6 is hydrogen and R7 is 5- 
thiazolyl, 5-oxazolyl, 5-isothiazolyl or/5-isoxazolyl. 

5. The compound of Claim 2^wherein R1 is 2-monosubstituted-4- 
thiazolyl or 2-monosubstituted-4-oxazolyl wherein the substituent is 
loweralkyl; n is 1 ; R2 is hydrogen; Fjt4 is phenyl; R5 is hydrogen; R6 is 
hydrogen; R7 is 5-thiazolyl, 5-oxazolyl, 5-isothiazolyl or 5-isoxazolyl; and Z is 
-O- or -N(Rs)- wherein Rs is Iqw^ralkyl. 

A . 

6. The compound of CaairryS wherein R1 is 2-monosubstituted-4- 
thiazolyl or 2-monosubstituted%pxazolyl wherein the substituent is ethyl or 
isopropyl; n is 1 ; R2 is hydrogen ;nF^1s^methyl or isopropyl; R4 is phenyl; R5 is 
hydrogen; R6 is hydrogen; R7 isls-thisBolyl, 5-oxazolyl, 5-isothiazolyl or 5- 
isoxazolyl; and Z is -O-. ' 



7. The compound of Claim 2 wherein R1 is 2-monosubstituted-4- 
thiazolyl or 2-monosubstituted-jl-oxazolyl wherein the substituent is ethyl or 
isopropyl; n is 1; R2 is hydrogen; R3 is isopropyl; R4 is phenyl; R5 is 
hydrogen; R6 is hydrogen; R7 is 5-thiazolyl, 5-oxazolyl, 5-isothiazolyl or 5- 
isoxazolyl; Z is -N(Rs)- wherein Rs is methyl; X is hydrogen and Y is -OH. 

8. (2S,3S,5S)-5-(N-(NK(N-Methyl-N-((2-isopropyl-4-thiazolyl)methyl)- 
amino)carbonyl)valinyl)amino|-2-(N-((5-thiazolyl)methoxycarbonyl)amino)- 

1 ,6-diphenyl-3-hydroxyhexan9; or a pharmaceutical^ acceptable salt, ester 
or prodrug thereof. 
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9. (2S,3S,5S)-5-(N-(N-((N-Methyl-N-((2-isopropyl-4-oxazolyl)methyl)- 
amino)-carbonyl)valinyl)amino)-2-(N-((5-thiazolyl)methoxycarbonyl)amino)- 
1 ,6-diphenyl-3-hydroxyhexane|; or a pharmaceutical^ acceptable salt, ester 
or prodrug thereof. 

10. A compound selected from the group consisting of: 
(2S,3S,5S)-5-(N-(N-((N-Methylj-N-((2-isopropyl-4-thiazolyl)methyl)- 
amino)carbonyl)alaninyl)amino!)-2-(N-((5-thiazolyl)methoxycarbonyl)amino)- 
1 ,6-diphenyl-3-hydroxyhexane;; 
(2S,3S,5S)-5-(N-(N-((2-lsopropyl-4- 
thiazolyl)methoxycarbonyl)valinyl)amino)-2-(N-((5- 
thiazolyl)methoxycarbonyl)amino)-1,6-diphenyI-3-hydroxyhexane; 
(2S,3S,5S)-2-(N-(N.((2-lsopropyl-4- 
thiazolyl)methoxycarbonyl)val^ 
thiazolyl)methoxycarbonyl)a^ 
(2S f 3S f 5S)-5-(N-(N-((2-lsopclpyli 
thiazolyl)methoxycarbonyl)als^ 
thiazolyl)methoxycarbonyl)amiiTOKl^ 
(2S,3S,5S)-5-(N-(N-((2-(N,N-Dim^ 

valinyl)amino)-2-(N-((5-thiazolyl)methoxycarbonyl)amino)-1 ,6-diphenyl-3- 
hydroxyhexane; t 

(2S^S,5S)-2-(N-(N-((2-(N,N-Dimet|ylamino)-4-thiazolyl)methoxycarbonyl^ 
valinyl)amino)-5-(N-((5-thiazolyl)meth6xycarbonyl)amino)-1 ,6-diphenyl-3- 
hydroxyhexane; I 
(2S,3S,5S)-5-(N-(N-((2-(4-Mo^ 

valinyl)amino)-2-(N-((5-thiazolyl)methoxycarbonyl)amino)-1 ,6-diphenyl-3- 
hydroxyhexane; I 
(2S f 3S,5S)-2-(N-(N-((2-(4-Morpholinyl)-4-thiazolyl)- 
methoxycarbonyI)valinyl)-amino)-5-(f^-((5-thiazolyl)- 
methoxycarbonyl)amino)-1 ,6-diphenyJ-3-hydroxyhexane; 
(2S,3S,5S)-5-(N-(N-((2-(1-Pyrrolidinyl)-4-thiazolyl)methoxycarbonyl)- 
valinyl)amino)-2-(N-((5-thiazolyl)meth9xycarbonyl)amino)-1 ,6-diphenyl-3- 
hydroxyhexane; 



(2S,3S,5S)-5-(N-(N-((N-Methy^ 

carbonyl)valinyl)amino)-2-(N-((5-oxazplyl)methoxycarbonyl)am ,6- 
cliphenyl-3-hydroxyhexane; 1 

(2S,3S,5S)-5-(N-(N-((N-Methyl-N-((2-ij50propyl-4-thiazolyl)meth 
carbonyl)valinyl)amino)-2-(N-((5-oxazolyl)methoxycarbonyl)amino)-1 ,6- 
diphenyl-3-hydroxyhexane; 

(2S,3S,5S)-5-(N-(N-((N-Methyl-N-((2-isopropyl-4-thiazolyl)methyl)am^ 
carbonyl)valinyl)amino)-2-(N-((5-isoxazolyl)methoxycarbonyl)amino)-1 ,6- 
diphenyl-3-hydroxyhexane; and 

(2S,3S,5S)-5-(N-(N-((N-Methyl-N-((2-isopropyl-4-oxazolyl)methyl)amino)- 
carbonyl)valinyl)amino)-2-(N-((5-isoxazolyl)methoxycarbonyl)amino)-1 ,6- 
diphenyl-3-hydroxyhexane; or a pharmaceutical^ acceptable salt, ester or 
prodrug thereof. 

1 1 . A compound of the formul 



H O 




nonosubstituted oxazolyl, 

ituted isothiazolyl wherein the 

(ii) loweralkenyl, (iii) cycloalkyl, (iv) 



wherein Ri is monosubstituted thiazolyl, 
monosubstituted isoxazolyl or monosubs 
substituent is selected from (i) loweralkyl, 

cycloalkylalkyl, (v) cycloalkenyl, (vi)cycloalkenylalkyl, (vii) heterocyclic 
wherein the heterocyclic is selected from aziridinyl, azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, morpholinyl, thiomorpholinyl, thiazolyl, oxazolyl, 
isoxazolyl, isothiazolyl, pyridinyl, pyrimidinyl, pyridazinyl and pyrazinyl and 
wherein the heterocyclic is unsubstituted or substituted with a substituent 
selected from halo, loweralkyl, hydroxy, alkoxy and thioalkoxy, (viii) 
(heterocyclic)alkyl wherein heterocyclic is defined as above, (ix) alkoxyalkyl, 
(x) thioalkoxyalkyl, (xi) alkylamino, (xii) dialkylamino, (xiii) phenyl wherein 
the phenyl ring is unsubstituted or substituted with a substituent selected 
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from halo, loweralkyl, hydroxy, alkoxy arid thioalkoxy, (xiv) phenylalkyl 
wherein the phenyl ring is unsubstituted/or substituted as defined above, 
(xv) dialkylaminoalkyl, (xvi) alkoxy and Jxvii) thioalkoxy; 

n is 1, 2 or 3; 

R2 is hydrogen or loweralkyl; 
R3 is loweralkyl; 

R4 and R 4a are independently selected from phenyl, thiazolyl and oxazolyl 
wherein the phenyl, thiazolyl or oxazolyl ring is unsubstituted or substituted 
with a substituent selected from 

(i) halo, (ii) loweralkyl, (iii) hydrq^cy, j(iv) alkoxy and (v) thioalkoxy; 
R6 is hydrogen or loweralkyl; 

R7 is thiazolyl, oxazolyl, isoxazolyl qr^Mthiazolyl wherein the thiazolyl, 
oxazolyl, isoxazolyl or isothiazotyl ring is unsubstituted or substituted with 
loweralkyl; 

X is -OH and Y is -OH; and 

Z is absent, -O-, -S-, -CH2- or ^N(R8)~ wherein Re is loweralkyl, cycloalkyl, 
-OH or -NHR 8a wherein R 8a is .hydrogen, loweralkyl or an N-protecting 

group; or a pharmaceutical^ acceptable salt, ester or prodrug thereof. 

I 

12. A method for inhibiting HIV protease comprising administering to 
a human in need thereof a therapeutically effective amount of a compound of 
any one of Claims 1-11. 



13. A method for inhibiting HIV comprising administering to a human 
in need thereof a therapeutically effective amount of a compound of any one 
of Claims 1-11. 
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14. A pharmaceutical composition for inhibiting HIV protease 
comprising a pharmaceutical carrier and a therapeutically effective amount 
of a compound of any one of Claims 1A1 1 . 

1 5. A compound of the formu/a: 




HoN 



wherein R4 and R 4a are independently selected from phenyl, thiazolyl and 
oxazolyl wherein the phenylAhiazolyl or oxazolyl ring is unsubstituted or 
substituted with a substituent selected from 

(i) halo, (ii) loweralkyl, (iii) Ipydroxy, (iv) alkoxy and (v) thioalkoxy; and 
R* is loweralkyl, phenyl, halo-substituted phenyl, dihalo-substituted phenyl, 
alkoxy-substituted phenyl loweralkyl-substituted phenyl, bis-trifluormethyl- 
substituted phenyl or naphthyl; or an acid addition salt thereof. 



16. The compound of Claim 15 wherein R 4 and R 4a are phenyl and 
R* is phenyl. 
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1 7. A compound of the formula: 




H 2 N 



R 



4a 



wherein R4 and R 4a are independently selected from phenyl, thiazolyl and 
oxazolyl wherein the phenyl, thiazolyl^or oxazolyl ring is unsubstituted or 
substituted with a substituent selected from 

(i) halo, (ii) loweralkyl, (iii) hydroxy, (iv) alkoxy and (v) thioalkoxy; and 

f 

R* is loweralkyl, phenyl, halo-substituted phenyl, di halo-substituted phenyl, 
alkoxy-substituted phenyl, loweraflkyl-substituted phenyl, bis-trifluormethyl- 
substituted phenyl or naphthyl; ofc an ac|pJ-*a€ldition salt thereof. 

1 8. The compound of ClaimnS^R 4 and R 4a are phenyl and R* is 
phenyl. ; / 

1 9. A process for the preparation of a compound of any one of Claims 
1-1 1 comprising (a) reacting a compound of the formula: 



wherein R 4 , R 4a , R 6 , R 7 , X and;Y are as defined therein with a compound of 




the formula: 
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n H 



CO, 



or an activated ester derviative thereof, wherein n, R 1 , R 2 , Z and R 3 are as 
defined therein; or (b) acylating a compound of the formula: 



R 2 O H 




FLa 



NH 2 




and Y are as defined therein with a 

C(0)OL wherein L is an activating 
erein R 6 is and R 7 are defined as 



wherein n, R 1t R 2 , R3, R4, 
compound of the formula 
group for the acylation rea 
therein. 



20. A process for the preparation of a compound of the formula: 




wherein R4 and R 4a areyindependently selected from phenyl, thiazolyl and 
oxazolyl wherein the phenyl, thiazolyl or oxazolyl ring is unsubstituted or 
substituted with a substituent selected from 
(i) halo, (ii) loweralkyl,/(iii) hydroxy, (iv) alkoxy and (v) thioalkoxy; 



R6 is hydrogen or loweralkyl; and 



* 
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R7 is thiazolyl, oxazolyl, isoxazolyl or isothiazolyl wherein the thiazolyl, 
oxazolyl, isoxazolyl or isothiazolyl ring is/unsubstituted or substituted with 
loweralkyl; or an acid addition salt thereof, comprising (a) reacting a 
compound of the formula: 



OH / 




.R4 a 



NH 2 



wherein R 4 and R 4a are defined as above with (i) R*B(OH) 2 , (ii) B(OR**) 3 , 
(iii) B(R*") 3 or 



(iv) 



R* 



R* 
I 

o- B -o 




wherein R* is phenyl, halo-substituted phenyl, dihalo-substituted phenyl, 
alkoxy-substituted phenyl, loweralkyl-substituted phenyl, bis-trifluormethyl- 
substituted phenyl or naphthyl or loweralkyl, R** is loweralkyl and R*** is 
halo, followed by (b) acylating the product of step (a) with a compound of the 
formula (R 6 )(R 7 )CHOC(0)OL wherein L is an activating group for the 
acylation reaction and wherein R 6 is and R 7 are defined as above 



21. The process of Claim 20 wherein R 4 and R 4a are phenyl and R* is 
phenyl or R** is isopropyl. 




m 



■189- 

22. A process for the p\eparation of a compound of the formula: 

O H 




H iH R 3 O \*2/ n 



wherein wherein Ri is monosubstituted thiazolyl, monosubstituted oxazolyl, 
monosubstituted isoxazolyl or monosubstituted isothiazolyl wherein the 
substituent is selected from (i) loweralkyl, (ii) loweralkenyl, (iii) cycloalkyl, (iv) 
cycloalkylalkyl, (v) cycloalkenyl, (vi) cycloalkenylalkyl, (vii) heterocyclic 
wherein the heterocyclic is selected from aziridinyl, azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, morpholinyl, thiomorpholinyl, thiazolyl, oxazolyl, 
isoxazolyl, isothiazolyl, pyridinyl, pyrimidinyl, pyridazinyl and pyrazinyl and 
wherein the heterocyclic is unsubstituted or substituted with a substituent 
selected from halo, loweralkyl, hydroxyjftfkoxy and thioalkoxy, (viii) 
(heterocyclic)alkyl wherein heterocycliai is cfefiped as above, (ix) alkoxyalkyl, 

(x) thioalkoxyalkyl, \N/T j 

(xi) alkylamino, (xii) dialkylamino, (xiii) pM*yl wherein the phenyl ring is 
unsubstituted or substituted with a substitu^^s^ected from halo, loweralkyl, 
hydroxy, alkoxy and thioalkoxy, (xiv) phenylal^^herein the phenyl ring is 
unsubstituted or substituted as defined above, 

(xv) dialkylaminoalkyl, (xvi) alkoxy and (xvii) ^thioalkoxy; 

n is 1,2 or 3; \ 
R2 is hydrogen or loweralkyl; 

w 

R3 is loweralkyl; and | 

R4 and R 4a are independently selected from phenyl, thiazolyl and oxazolyl 
wherein the phenyl, thiazolyl or oxazolyl ring is unsubstituted or substituted 
with a substituent selected from 
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(i) halo, (ii) loweralkyl, (iii) hydroxy, (ijfr) alkoxy and (v) thioalkoxy; or an acid 
addition salt thereof, comprising (a) reacting a compound of the formula: 




H 2 N 



wherein R 4 and R 4a are defined as above with (i) R*B(OH) 2 , (ii) B(OR**) 3 , 
(iii) B(R***) 3 or 



I 

o- B -o 

I 



(iv) 



/ B *0' B -R. 




phenyl, dihalo-substituted phenyl, 
substituted phenyl, bis-trifluormethyl- 



wherein R* is phenyl, halo-s 
alkoxy-substituted phenyl, lo^e 

substituted phenyl or naphthyl or loweralkyl, R** is loweralkyl and R*** is 
halo, followed by (b) reacting the product of step (a) with a compound of the 
formula: 



n H 



or an activated ester derivative thereof, wherein R 1f R 2 , R 3 , Z and n are 
defined as above. 



23. The process ^of Claim 22 wherein R 4 and R 4a are phenyl and R* is 
phenyl or R** is isopropVI. 



